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im*m 1 ] G 9 >'19*j> 2 y 9 y 7 

T*S»fl| (LP A) g## 0 

LPA*», l-T^-LPAT?**IWt«HcB«OLP 

[R*£3] p 2 y9^ EnXOimi K|J«<975 ^WETII^ 
1"<2> 4 1 Xfi 2 KgBIRo L P A^mfao 

V>Wt (LPA) LTOftJBo 

m^S5] LPA#, l-7y^-LPA^^,i^4i:|Bl« 

O 

[»*£6] p 2 y 9rt*\ E^SlE©EW*l KIBltoTS y*E*J*# 
<?>T& h mim 4 Xtt 5 fcSBttoffi# 0 

B£9!«>iMffl£g£iE] 

[0 0 0 1] 

*f*4rW*^7r^>HI (lysophosphatidic acid: LPA) 

2y9m*'jm7rf^» (LPA) Vm77f^>» 
(LPA) $##at©m a^*L«rffl^TS«5»»:jC*t-r*fW*K 

[0 0 0 2] 

[^o^#] 
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U V* ^77fy>| (lysophosphat idic acid : L P A) fi> ^ y -fe n y > 
&o LPAli, ^U-feny^jMt***^* 1 ;^— tfft^f^fflm:^, ^y-fcn 

"e*»K 1 - 7y^'j-bn-;v- 3 -y 2 -7y;l/^'j -bn-jv- 3 — 

y l - r;KJr-;v- y y * n - 3 - y ^g£& L p AOft«« £ L 

lpai±, &fl^fc£v*Tfi«fl»Lri»#£-frl\ ^y -toy >j&jro££-jffi 

-CLP a#»* ^^s^tt^^r l> «^i^tt &l&®te<oiiaiB^o± 

£0 3<blc, LPAti, ¥«ttJR»flUB, jM^*yfcfftB, »?EO£p$iJ, «pusi 

btix^tzo jmtft+oLPA^wLripm^^m-r-s^ (#fp 

2ntti#JH) K«-+oLPA*iroyyy>Bfc*asSi-*^ (#tfc£ffi2 

<03H£Jj& 3 #hb) l: f 'J 7*X 7 7 f 7 r ^ - 

^fftHbH^ (paf) *??.~7 4 >=r*s> 1 y vgg (sip) ry y 

[0 0 0 3] 

LPAf±, iJSR^IK^tS G ^ >AJrf (G-protein- 
coupled receptor; GPCR) Kfei?\^XZ<0!mfcm*$mtZ> «b*LT 
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#12 0 0 3-0 0 7 6 5 7 ^-v : 3/ 

t v * =f h L^viutif^f), (D i> m?*m £ tt 

X^£ifrbX$>& 0 

) . mpsp24 m^wxm^^m t^^^LP h<n&mmt&*w 
?u-->rztit Zo vzg-nt M&<D§&fkm.m<7)mwmiz&^xMM 
mm k# o T#^«o je. - ^ - mmtmm s ti, - oaia & 7 

0IljrftMOGPCR"T?* v z g - 1 (ventricular zone gene - 1 

) t$r%,Ztiti 0 vzg- 1 (±, -€-*Lt-C^Ht§tL-CV^t^^ffi*©*-7 
r>^:##:-e^>^ e d g - 2&itt<D-?'y X**:\3 ?x$>& Z ttffrfr*) , m& 
Xiie d g-2atfs?-i: LX&hUX^&o 

-etT, ESTf-^^ifli, e d g - 2 (v z g - 1) (Dj&K, e d 
g - 1 > e d g - 3 > edg -4lf^^ < OffilSIttSr^f iB?lJ* f «»$ 

tlX& «9 , i *i f> W—&<o EDG (endothel ial eel 1 di f f erent iat ion gene) 

ISItt^?) 2 oo^-^tt^S^ ftOlofie d g-225.t>*e d g-4&^ 
OLPA^lz-b^-t LTflMB?-*^-- ffe<7>tt£o(i e d g- 1 
We d g - 3 & £V) S 1 P (77^rfy>liJ <D%Mi&t LXffl&-t 

2>^<DX$>2>o 

ttz, psP2 4ifem Mui^e d g- 2 jus^fc iir s 
±> ^aiai'&^s t a. if*%v^**^ ^vxnmft^KVjfefemK&^xismm&te* 
&§m Lx&t), z<d mttmm & lpaw^ ast* 

p s p 2 4 i^oMie?ijt:so%>T N \l y mA<DmmM<7> cdna^t^ 

'J -^f> t MOP S P S 2 4 t^tlffiJtiTV^ (#fr^m5#M) « 
[0 0 0 4] 

EDG775V-^PSP24li > GPCR^lM-C&f^ miK^L&tXK 

tblE#2 004-3004427 
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h<DW.m\z->) -ny \?t%2>mno%&mmmztix^& 0 edg7t^ v -am 

l*t»-Ct±*T«K:*^**Lrv»& 0 P S P 2 4 ^;m^^4 3 ^T^fflKm£;^^ 

0 2-3 5 5 0 4 5f (#^^6 ) , ti2 0 0 2- 1 7 3 7 8f (#fP^m 
7) ^ t 9 (D^WriHm (#^m8~18#M) t LX&mZtiX^2> 0 ttz, G 

Hffi7ji£ (#I^^2 0#HB) *\ GP CR^tt^X* V (#^5: 
m2 1#BS) Kov*T&#l^ft»s$:KT§TV^ 0 

[0 0 0 5] 
' HttW&R l ] 

#HS2 0 0 2 -3 2 8 1 3 2^ 

#i2 002-017398-^- 

mm 2 000-152782-^- 
[4HW&K4] 

1?^ WO 0 0/0 3 1 2 7 5f 
Mfc WO99/024569f 
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#HS 2 0 0 2-3 5 5 0 4 5'^ 
7 J 

#H!§2 0 0 2- 1 7 3 7 8f 
MftftfclR 8 ] 

#12 001-245674f 

i&w&m 9 ] 

#112 0 0 1 -2 4 5 6 7 3f 
l 0 ] 

#Hi§ 2 0 0 1 -2 4 5 6 7 2f 
1] 

#H§2 001-211889-t 

[Mtti 1 2 ] 

#Hf§2001-190281-5§- 
MHHGR 1 3 ] 

#H§2 001-186888-^- 
Mfrlfcfcitl 4] 

#H§2 001-169786-^- 
HWB&K 1 5 ] 

#12001-161385^ 
I#frMl6] 

#Hfl2 0 0 1 - 1 6 1 3 8 3^ 
IftVttMl 7] 

#M 2001-161382^- 
HHfcfctt 1 8 ] 

#^2 002-50108 3f 

mwteM. 1 9 ] 

#^2 0 0 2-5 2 3 0 9 If 
0] 
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#^ 2 0 0 1-5 2 3 4 5 6^ 
1] 

11-505718^ 

[wmw&m 1 1 

•7*> n;W^ 'f-'b, -b;K 5 9i, 4 5-5 41, 1 9 8 9^ (van 
CorvenE., et al., Cell, 59, 45-54 (1989)) 

i/i- J.-f^-ib, -fe;w yi>f^ny-, I3 5i, 

1 0 7 1 - 1 0 8 31 (1 9 9 6#) (HechtJ.H., et al., J. Cell. Biol., 
135, 1071 - 1083 (1996)) 

-b'yf^ :/n v-r'.f >^ -f-i/B-T^ TlJT^v? "q-jjuyx 

jx-ai^i-, 9 3^ 1 4 3 6 7 - 1 4 3 7 21, 1 9 9 6# (Guo.Z., et 
al., Proc. Natl. Acad. Sci. USA, 93, 14367 - 14372 (1996)) 
[0 0 0 6] 

[&mwm9t Lxot-tz mm] 

?^*^R»c«55*c:fc-C**o U:^t, L P A<^fr*l&^:##£#& d 
§ titf, *f L v> * >f L P AS^flcJg^PJ * if OEKSi&o;* * V - - > ^ 

[0 0 0 7] 

NM * * # <7>^|£] 

^ffiiwitt^^ tKmwk^tzjkffimK&vz,^ &A<ffl&&im=Htmfc (paf 
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LZtzo *<Dmm, M^id:i/hMMB^f# (PAFR) fcffiRte 
i)**> h * - "7 r >^r##:<7) t> t ot-^S p 2 y 9 iiK &L'hfam&ttm* ( P A F 
) J;0^LPA^LT5^<^1-^^t?rBmL^o IP*,, ^H^^ti, 
tiT^Z L P A£##£: ii£ < * ^ tV>#|& L P A 

[0 0 0 8] 

*5£Wli, G ? n#&m* 2 y 9 frhtz%> r^v 

>m (LPA) ^f#i:ttOffi^:itS 0 J^SMfflKii, G^VA^fitS 
I^>^fp2y9(0';^77fy>i (LPA) LT^fflK 
M-T^o £<bK#*BK}4 N >;^f p 2 y 9»Jf Oie 

?|J#-^ 1 izmm.<D T $ y ^iE^lJ S^T^Sp2y9<7)'J7*X77fy 

>m (lpa) gm*t Lxnmmizmi-Zo 

%> ^Wj^mxitmifC^jM & -%mz m-tz 0 

*%Wl*. G^ W^f *|SS^ >/^f p 2 y /^^7 7f y >i ( 

LPA) O^tLTiit^^t^-&Ct^f,^(;f^^^^ 0 BP 
L P A^*G ^ V^^f >^^fp 2y9<DVif>Vt LXMH&~$~ & 

[0 0 0 9] 

tfn./bmm&4m*%:mfa (PAFR) CiW^W-77 
>f»HGPR3 4, p 2 y 5, P 2y9 OSU^GPR 2 3) „ RV?p 2 
ylOfc&BU Z-tth<DVjfy Y*m$LX$tz 0 Zfih<D^mt, ^-fti 

bik'hfommm^&fo (pafr) tr < ymmmK^xmrn^mLx 

^^^^ JfiL^Stt-fbHT- (PAF) Xl±t<DmmV>)M*V Jf> vt LX 
^ZZt&^mZtiX^tzj)^ P 2y9 (MGPR2 3) 14, JfiL/.M£©1£ttB 

^ (paf) xi±^<Dmmmi(tti3iKfcmz7jiz~f^ t^cupAi:^^ 

)*/&£*U LPA^V^Ktl-^g^T^^^jlffiL^o p2y9© 
T^ymiB^lfi. LPA^fftt LT^^f > ^n<btLTV^EDG-2, EDG 
-4, EDG-7, 25.0 f PSPS2 4i:{i^5t^i:^[WItt^WLT^^>•r, 

miE#2 004-3004427 
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^ t \tm i <^*$t ^ ^ *> mm £ tt & t a -e& 15 , h m h fix v» * l p 
[0010] 

*^l^f>(i N GPR3 4, P 2y5, P 2y9 (glJ£GPR2 3) , &^p 

2 y 1 0 <D^ti^tt(or ^ ymmmoN^.m^uA^ tm^ft^> 9 r < ymn 

^tL P CXN2. M^^-ia^ CHO»:l«7>X7x^y 3 >L 
^ «®±co H A ^ ^^il l/^;^^v^ ^ n - > ^iJ? Lt, £*L<b££5t 

H2fc. HA^^#v^p2y9S:3-mDNA*pCXN2. 1^* 
*-?>Kp n UNhe I <Dm\,zf&fr&A,f*$m'<? *-£jrrf- 0 -ffeOS&SHfcfc 

1 Ktf1t 0 

[0 0 11] 

Mfci] 



[0012] 

T^£*L&, l-tl/t^;v-LPA»f: 9 




ffiSE#2 004-3004427 



#M 2 0 0 3-0 0 7 6 5 7 ^- v : 9/ 

<^ 3 > > n->Ufc L*C 1 ^ MOAT P. 1 0 ^ MO A TP, Xtf 1 0 0 //MO 
ATP£H£fflLfc 0 £*U±, CHOtt(iU^) AT P£##£S&g£L-CV*£ 

ot% ATPo^sn^i ^^v^Aatjg^i <mk-t%o ^(Dmmx^t, z 

*)l<i/'yAmm<7)±g.lZ, p 2 y 9 &#&3IL£*n->^LPA£a&L*:t § 
K®i&?>*Ljfc 0 CO-X^ V —~>¥\Z£. *) „ p 2 y 9 * 3 — Kt"&DNA£ h y 
^7x^y 3 >U;CH 0«^7v# ^ 77 )V v >7 Aj&E£0^fb3&*ji, <b *L& i £: 

£<b^> M» C H OttQ ^ n - > ^ffiv^t, 1 0 juMOL P A&ci£ 

#«mjfto *^>7A iioM £ i^a fcfcw l fc*t* * m 3 t^-To 11 3 <nwm 

tetifrisVAHkm (RFU) fcj^U tttttt&M (#) *^i" 0 0 3 4»OH^ 
(•) f±GPR 3 4 0*ir££^U 6lM£P (□) lip2y5^t^U £ 
H^£P (A) (ip 2 y 9<Of^?:^U s^yftl (x) ii P 2yl 0 0*-£4-£*i 

£0*&*#»fc *>W?»**«r J: -9 ^> 1 0 juMOLP AKJ: p 2 y 9<Dfrtf!&m 

&jfc*)iszsiy&mm<7>mm*7f;-rzt, bp*>. lpa#*p 2 y Qoyar^Kua 

[0 0 13] 

utic>(7)4io$f#:^^i:MLtv^CH07n->(7)i 

n&£fflv>-c\ amartw^ ^1; y^AMP (camp) ojijg^b^ov^r^it 

Lfco A>f * j e;i4±OlgSC'7'f "T^ V-Of£7>fb0 5 9=g«Oj§gK, Stfl 7M 
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• H4-H1 0K:#«iin«it:^tt«4*OKl^97»i3£^e,, GPR34, p2 
y5. p2y9, XVp2yl 0*f *lf»i^Lt^4, 

[0 0 14] 

V'44ooCHOiftO^->, #01, #09, #15, M#2 0^ 

LT, pCXN2. l^^-0**rh9>^7*^^B^LT**^>f5/>W- 
ft^l/:CH01|^v>/; o 

io (a) ~ (d) izm-to &r7 7<Dmmi*LPA<Dmm (nM 
) m.m*D)v*s^A<Dmmm. um> £^i- 0 mi io (a) fi#o i 

( B ) ii#0 9O?n^^-c*^ B 
HO (C) f±# 1 5<D*D->o*fr-C*lK HllO (D) tt#2 0<D^D 
# (A) ~ (D) (DWmmV (♦) li#*n-;/©$§-fr*^ 

u K^oizg^en (■) »4»ts»tJ»o»^*^^ 0 

* n - > o {5 -5 JcfflflSrt o*^y>)A iftK^jm-t- * £ o 0 

[0 0 15] 

«ftO*;VyH;Aii(7)Mfn>if> (0. lNIHfS/m 
1) , PAF (1/.M) , RVATP (10 /*M) tCov»T«tttLfctt**H 1 
2fc*c*- 0 01 2 0«*tt*^i/^AOJ»jD*.(nM) *3j*U ' 

P 2y9^n->#oi, ^^# 0 9, *n->#i5, ^#20 

th§E# 2004-300 4427 
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^C7)^ % Yu>\£>^ P AF N RX^ATPK^^X^ p 2 y 9 ZmXLtz 

mm i> mmtm^mm tmfr*) tm^ -r t tz 0 

[0 0 16] 

#LK, p2y9l/cttp2y 5?:M(:MttV^CHO»^n-> 
£ffiv>-£\ WHitt (PTX) O^TXii^Tt, m*<Dmm<DLPA 
*l)Ux.X^X3 O^&IL/ct l«c AMPzlJgSrii^L^o 
B^-^^^t LT> pCXN2. H^-(7)*^7>X7x^y3>Ln 

^013^) (A) , (B) K^1- 0 EJ130 (A) licAMP^'±#^ 
M«:tt^7tW3>J> (5^) ^11^*0^^!), 013 
<£> (B) (±-7*;v^rji;> (5^M) X®MVtzWiilrXlbZ> 0 &m<Dffim*L P 
AOj£jg (^M) iilic AMP Ojljg<?>^fcojfc£?jcr o #moHlzg 

(■) tip 2 y $<D?u-><Di§ } &X'$>*), J^Gg^ep (□) (a:^UT- 
(i^T^$ttTV^ 0 ) Iip2y5©^n->oj|^t 0 BMM^ (♦) 

W}&*7F-r o #EI(7)^{± N SBftt (PTX) <^)^T<7)J|^* 1? > ^ 
£§Lfi¥Bl£#|?f (PTX) <Djf&T<VWi&X$>2> 0 

Z<D&^ p2y9liLPAi:Efc:'LTcAMP«^±#$W, p2 

*>'*?mg i/G o<7)mmmx$>2>-Bummm (ptx) ^^^i^ o&gj 

^^T^^tL^^o ) N c AMP <Dmm.<D±g.l"0]sl±Vg&Ltz 0 CtLfi, 
CHO«^7C>5r#oTV^LPA^W#:^ B ^^ (PTX) 
oT&fK AMPOjiJg^TI^^^^^ffl^^^i6t#x.P>tL^ 0 
, 7^W3'j>«-f (H130 (B) ) -CJi, p2y9(0LPAl:itn 

c a m p <7>mm<D±g.i)mm ztix^& 0 

[0 0 17] 

p2y5fi > 3 4 4mv>T<ymfrh%2>9y/*l?nXhiO, p 2 y 9 1 1± 5 
6 . 2 %0^|WHW&£o Mf^)7^ ymoJt^^El 1 4 tC^fo HI 1 4 <D±<D 
^Iip2y9t^l), TOt(ip2y5t^^ 0 7 5/ Mi:ttl:t-?.i^ 

ffiiE#2 004-3004427 
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»# (PAFR) H*Wtt#**^^t^K (BBl«*«»K:^Tfe«^ 
S*fCV>* 0 ) <7>*T-^ $^op 2 y 9©*#LPAfcWLT#H»»cfMI 

[0 0 18] 

C H 0»|&tt5c* L P A^^ot^ttf^^ *fc56* (UFA 
*»***oTV>*V«fcovvCp 2 y 9 ^ALt, *©»6M*|tLfc 
o LPA»# W om^aT, RH7 7 7 7ttMB10 3tt 

PCXN2. M^^*ilfcHA^#iOp 2 y 9 ifcttp 2 y 5 
*3-Kt4DNAt RH7 7 7 7«^:|±Bi 0 3«^h 5 >X7x^ 

*T«li, »*«T3-K«DNA<OftfcOMpCXN2. 

*t****Ji>*fc*|C, inM, 3nM, Xttl 0 nMOf'Jf 

"•AWt***,***********^ 5 0 0«Mtt«f WA ^ 
* SftTV^LPA * ^«KJ6«-C t , fc M; * * A ? * itfc L 

tt**BDl 5X011 6W. Ell 5liRH7 7 7 7****v>fc»*** 
0, Ell 6liB10 3tt^v^m*, mi 5X0*131 6©**L«tO 
, (A) ttWWBo^u (B)ttp2y5^ U (C)ttp 

2 y 9 &y 9y <r>mm* huf^7^$^ L P AoiM 

(nM) «*tt«Jg*tt*:ft|rtUo* (dpm) #*r* 7 «>a 



£HliE# 2004-300442 




#12003-007657 

ft® (a) (tt:«Bttt*ft^s*ir^*, ) ii, *tt^*fe#tt*tttt 

P 2 y 9 l±^-ftl<DMmiZ&y,*Tl> L P A £#JH$K;££-f £ fco 
[0 0 19] 

4tt6 0^»$^ o LPAWO^U 
T*tJSfcLfc (ff^tLTt'lgii, Hi 7 0^7^F*IT{4 "Buffer" tfBfSL 
TV>& 0 ) 0 dttt^frLT, l//MOh V^A^^S^T^&v^^flt 
K (LPC : U'/7«77f^3«JV, LPE I T/7^77fy>x^ 
y-^T^>, LPS:'j/7^77fy;H>J^ LPG:V'/7^77 

PA:7«77fV>l, P A F : JluMKfttHfcH^ 
SIP: X7^W/l-.^i, spc : ^rT^;^**?*!;;^ 

»**Bl 7l:^f 0 Hi 7 0«*tt«se$*Lfc&i«go* (dpm) Sr^L 

l p a t -m\zffijju ztLtzztLt, <omm^ l p a t mmz P 2 y 9 t mm 1 ®- 

t*t4tOt?***fe||, **K^3*fc£*L&©J»JWWttfc p 2 y 9 
Ktt-frU **WfC9^$*LfeLPA<Dp2y9^(J!)tt^a#$tL, 7^ 

> P 2 y 9 fc?^*3*lfcLPA©|frfr*tt % LPAW^Mf lei J)^ 



tiJfE# 2004-3004427 
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[0 0 2 0] 

ai-*«WSft3feOitHfl.*fflv*r, p 2 y 9 Kttt S LPA^O^^t 
RH 7 7 7 7«HjeA^OJKB^ir^ M^^jiJgO h'Jf ->A5^?^LP 

r, lo^Mohi^^A^^tLTv^LPAt^jffsjetE-ct, mm 

*Ttt, »»*3-K«DNAOftfeO»CpCXN2. 1^**-£1^> 

1 8 fc*c*- 0 B 1 8 <D (A) Iip2y 9.m^»i^v> 
<K HI 8 CO (B) lilfet^ffiO**-****. H18©^97«5« 
*tthV**A9^*3iLfcLPA<0*e (nM) T* ^ «**±«Jfe$*Lfett 
(dpm) -C** e &r<77<DmMft%} (■) fcHfefrfrMfcjFU 

aaa (♦) fcmmtitt*****?-. a*,© (o) »*, ^^*^^>^##^ 

9^fo h , ;^^A9^$#L^LPAOjfciStttt2 1 0 9GBq/mmo 1 
(5 7C i/mmo 1) H 1 9 (f mo l/ mg ) £^ 

U «fthf±«*£**<0tt (f mo 1/mg/nM) ^ifH^fe 



7 = -0. 0 2 2 3 x + 831. 19 



P2y9UPA^Kdili, 4 4. 8nMT»*0. Bmaxli 
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37. 3pmo l/mg^>;^ft^o/: 0 J/c, 
[0 0 2 1] 

ZbK, PC 1 2ite^v»tp 2 y 9O^*ftStLfc 0 

PC12 » : > «TO (1) - (3) ©3«ODNA*H*fch9>*7* 

(1) PCXN2. •l^>*-fc#A**lfcHA*^tf§©p 2y9t3-Kt 
•?> DNA 0 

(2) 77KDz i f^n^^^Kjainiipj^^^^^^^^ 
DNAo z i f ^n*-^- l 4j|ft^ 6o] |( ftc ^ l:Tffittftt . <ibo 

( 3 ) im^A"** * * ao< * ^ > * * r n * - * _ K§m&mm s *l 

fitt*©Jfc**ffiLfc 0 WWMt>^tt, p 2 y 9 Kt*DNAO 
»**BI2 0fcSr*- o H2 0O«»ttLPAOiM? (nM^M) *jj*U ft 

matzm-to mmnoi ■ a p 2 * y 9 **al*pc 1 2«cot^^^L 
, MH^ep (♦) liiwio^^^t, 

z i f7*D^^^ f ^; W ^ a ^^ ( ^ II^cAMPO 

»*. P2y9li, PCI 2tt(:jJKUPAl:MLti|gmmL 
tv^itmo^o ^M^f.ftilf, PC12»iiLPA§f 

[0 0 2 2] 

£Lt© p 2 y 9liLPAOS^**it^fl||:ifo^ P 2 

y 9 fiB 1 P C ROlW^f, t Hfe** J: ? fc, .^ L P A©££#fc L 
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A F ffine** « p 2 y 9 P A F ttffiit L T V» * L P A 

tt*ttLtv»i ^ *BH0*iAi±, G P C R OM5*fctt1-«»fcfr*| 

[0 0 2 3] 

T«lfi-t-**OT**L*f J: <, ^U»p2y9t LtliSE^^Jffn; 

*#tfcr 5 *o-c*ot* p 2 y 9 1 l-ccoh 

l p a t l r uneoiorcttffi jFftt»fci-*w^- L p 

®&Ltzi><DX$>tU£X<^ i*t5,o|HW*:-C*oT*J:< > P 2y9C^ 
KlStt L P AT&*Lj;f J: v> 0 

^-LPAfcffcU ^•feV^2fi(:7v;W^t^LPA*2-7v;i, 
-LPAiin o H&K^ T;i/^-;^o^tc{ii-r;v^--;u-LPA, 
2-Ws^-LPAi*u t;v^;^oj#^ (±> 1-t;v*;v-lpa 

ii§*L57^iw^ So T»*-)vmtLT^ mJLtfs ikmmi 0 

- 3 0 , ftt L < tt&Xg: 14-22 OttftZitm #i L < tttlftO 
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M*§&10~3 0, «F*t<ttjR*«l4-2 2 0lt*ttXtt*tttt. ffit< 
[0 0 2 4] 

oTt iV»U Kfcp 2y9ttt4iWfl!^T4J:v»U Sfcp 2 y 9 ** 
*t©*ttKUR56$*L**o-C*±«rv^ V»r*t©2Fttlc*v>T*, P 2y9^L 

[0 0 2 5] 

[HM^] 

[0 0 2 6] 

1 ( C H 0«-v<7)^:##:o^A) 

N^»JC9T^y»S|3fe^^^^HA^^*#iDL^GPR3 4, p 2 y 5. 
P 2 y 9, fctfp 2 y 1 0©4*O*-7r>£S#*3~ KfiDNAtftL 
^ttpCXN2. 1^9- (H2M) Kt*a*, ^>lfhny'x>!io>j 
^xn7^7-^-eCH0«^7^7x^> 3 >U: 0 *S<il 0 
%^v^M mHamF-1 2M^V^ 0 2 g/LO**7-f*/># 
«T?lfloCHO«ttA«QiB» (*n-» *Jt*«*^ ffiMir± 
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[0 0 2 7] 

mmm 2 <7>mm izn-t ? u - ><7>* »*, * AWkm^mt^mm) 

GPR3 4, p 2 y 5, p 2 y 9, Rlfp 2 y 1 0©4lO#f^CHO 
^-/lofocov^ 1 ->x^04xl04foj W |t96^- 

0„M) ^ATPf017t«O^WKi (1M00.M) 
C H Offlfifi ^UATP LTV»*©^ ATP Lit * 

«f*«ftifirt*^<>^A±#tt, p2y9t«SL^n-> J j»LPAtfiiS 
[0 0 2 8] 

ftjfcffl 3 ( L P A K**-*- «#^n->©*^>^A ftftOgft 

G P R 3 4, p 2 y 5, p 2 y 9, Wp 2 y 1 0<D4f<7)§f^^ 

[0 0 2 9] 

^ 4 (#?n->KJ:& c AMP <DWkm<7>mt<DMfc) 

GPR34, p 2 y 5. p 2 y 9, RXfp 2 y 1 0«4i^t##^^ 
W^ILtv^CHO^n->ott^ 5mM HEPES-NaOH (p 
H 7. 4) , 0. 1% BSA, 5 0 0/.M I BMX (cAMP^fl 
«fl) **trHBSSK:flWLfco lx 1 05ifooiBH84^V-h 
50^M7*^3y> (^^^WCcAMP^if^i^ 

&tE#2 004-3004427 
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fltO'^^AMP (cAMP) ill^y * - M±(07;V7 r-^^ V - > 
cAMP77t^-yl> TiffilSg Lfc<, 
*t*£EI4~III 1 0iC^-r o 

p 2 y 9 ^§11 1 t^-S C H OiWL P A IC^It- Lfc i: I ^l^cAM 
PMmo±mW#>btitz (EJ8#M) o 
10 0 3 0] 

mrnms ( P 2 y 9<7)?n->ojtt) 

p 2 y 9 ^^i:HIltv^CHO^n->, #0K #09, #15. 
SOff 2 0<04ttKov>T, 1 0%^y^M^HamF-l 2^<b 0. 
1 %BSA^tfHamF-l 2 IcJ&Jft*^ fj#x. 2 4 Lfco ^^3 

^M772 (j&^y^A^fV^-^-) ^0. 0 l%^V ; 67t7EL^tf' 
HEPES-^'fn- (14 0 mM N a C 1 , 2 . 7 mM K C 1 , 

ImM CaCl2> 1 2 mM NaHC03> 5. 6 mM 

0. 4 9mM MgCl2> 0. 3 7 mM NaH2P04, 2 5 mM HEP 
ES-NaOH (pH 7. 4)) -C«£H^L*:o C it* 3 7 1 J$Wifc 
»U iliW77 2^f)^^ 0 1x10 6l@/ m 1 J:? S 

t^HEPEs-^^n- Ymffimz.mm*mmv. m*vmm<vLP Azin\z.tz 
t%omi&ft*fl'*s*j*mM<n9zik** B$«iiocAF- i o ozm^x 
mfcLtzo m&ttm-v-yffrtLx, p cxn2. i^<? p-o^z hv>xy 

ffir*&Bi 1 1 K^1"o 
[0 0 3 1] 

mMn6 (p 2 y 9<^&*n->KJ:;z> hnytfyf^fSKiett) 

p 2 y 9 mfl5t:HaUV^CH0^n->^ #01, #09, #15, 
S.tf# 2 0O4S»»t, L P A&Cftx."C, ho^lf^O. lNIHWm 

1, PAF1//M, ATP 1 0 ^M^-eit-eiL^inLT, #E*fc0ll5 fcH&KL'C 



£iiiiE# 2004-3004427 




Wm 2003-007657 
tt**B 12 hn^if^ PAF, atTATPOv>rtLO»^t. » 

[0 0 3 2] 

«fefl!7 (p 2 y 90^n->i p 2 y 5<D?u~-y(7)jk%i) 

l0%^^m i MH0.m<O^y)iz, 0. l%BSAmHamF-12Mt 
2 4Bm**L£p 2y9*fcttp2y5 *^W»C»3lLTV>*CH0*n- 
>10f °^ 5mM HEPES-NaOH (pH 7. 4) . 0. 1%BS 

A, 5 0 0/.M IBMXmHBSSKMU. 5 M My * a »; 

t&mtzm&i*, ixio Sflu-fo, miuv^a (J1x 2 0 6« ro *3 8 
MPr^^n^orasfeLfc. p cxn2. 

[0 0 3 3] 

mums (rh??? 7m«^ttB 1 o sbmk 2 . y g^p 2 y 5 

PCXN2. l^^-^A^HA^#|Op2y9i^p2y5 
t3-Kt*DNAH >if fn?;*>ttov# 7l ^ hT$>2 0 0 OJCfco 
T. RH7 7 7 7tti^B103tt^hr^7x^y 3 >u :o 2 4 B# 
^n0%^>J&MftmDMEM^^ 0. 1%BSA^DMEM 

S&K2 4R»m**Lfc. ^f; 77 
- (2 5mM HEPES-NaOH (pH 7. 4) , 1 0 mM MgCl 2 
, 0. 2 5Mva^o^) KMLftW, «^n-^JB^ W 
»«»=J:oTWt«*U 8 00xgt*friMlu litSfelcioo, 0 
0 0 x gO«t^»n^»fC, £Ofl«W0*#/^77-K 

SO^gO^W^g^tfill^ 0. 2 5%BSA^^77 
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T- O L P A <3&fe^ £ £ # IC , UM, 3 nM. Rtfl 
0 nMOh'Jf->A5^;u§^LPAfcfi^^ (ff2 0 0/* 1 ) , 4tt 

RJ&fo*si K*±<£> GF/C#7^7'f ;P * — e»« U £ h \Z £ *l& 0 
. 2 5%BSAm^777-T«Uc 0 tt»«fc*#&fcLTSr?* 

. H^-!:F7^7x^y3>L/;, 

RH7 7 7 7ifil;ov»TOi**Hl 5fc**U BIO 3tt(:o^t^ 
*4r01 6 K7F~f 0 

[0 0 3 4] 

PCXN2. l^**-K#A$*L*HA*^tt§<Op 2 y 9*fcttp 2 y 5 
Kt*DNA*^f >tf f-nyi>tO'J,f7x^ hT^>2000tcJ:o 
T\ R H 7 7 7 7 f 7>7>7x^y 3 >Lf: 0 24 B#|R|&te 10%7 

JeJULfrfc-frtrDMEM*^ 0. 1 %B S A**trDMEMfciJNfc*«0*x., 
£<bK2 4 W^#t7^o «£f!I^Uft*K t#^777- (2 5mM HE 
PES-NaOH (pH 7. 4), 10 mM MgC12, 0. 25M ya 

*«#U 8 0 0 xgtSt^U ±»*5e>C1 0 0, 0 00xg«-t 

2 0^«>^Wmt>M^ 0. 2 5%BSAm^777 
-PF»T\ LPAO^^fi^r^^Tc^lc, 5 nMO h V if- -7 A 9 £ *ltc L 
PAfcmt* (ff-2 0 0^ 1) . 4C-C6 0*BO6S*fe 
Hl7*Ttt "Buffer" fclB*LTV>* 0 ) 0 itit^U, 5 nMO 



ffliE#2 0 0 4-3004427 



#12 0 0 3-0 0 7 6 5 7 ^-v* 

h ';f)A7^1/§tL^LPAt, 1 fxM<D Y ';f^A7^$Ht^^^i^ 
<omX (LPC I 'j'/7*X7Tf^3y>, LPE : -jy7U7 7 fy> 

LPS:V/7t^7rfy;^'j^ LPG:'J77^ 
7 7fv;^'j>tD-;K PA : 7t^7 7 f y>i, PAFlMfffittfti 
i\ SlP:X7-f>^»l-.J>||, SPC:y7^^7tX7*>J 

vij- Kttco GF/C**7X7^v * —CM U $ £ c *l£ 
0. 2 5%BSA^tr^ 7 7r- X'$t& L fc 0 iMC^ii: U*"7 

tt**H 1 7 tc^-To SAlL&m^p 2 y 9 fc«ftttMrLTV»*i«r, p 2 
y 9fcLPAfc«#-ttfc|S^U fO«*LPAOp 2 y 9^0^^ffi#$tL 

f±IHl 7^$tL^>i9^ LPAJW<0*^fcMtli£Tp 2y9^i$H4 
P A (3 < * V> i t ^ $ *i£o 
[0 0 3 5] 

*Jfe« 10 (p 2 y 9 K*t1-£ L P A (7)^^(7) E/j7j^^%^) 

pCXN2. 1 *tjr ^-tC^fA^tt7tHA^^##<7)p 2 y 9£n- K-f&D 
NAS-f>lfhni;x^V^7x^ h7^2 0 0 0K£oT, R H 7 7 7 
7lBia^h9>^7i^->a^Lfco 2 4B#ra&fcl 0 %-7 ->JteJBjfiLj»*£-tr D 
MEM^£>, 0. l%BSA£#frDMEMK^*&£j^#x., $e,C2 4IHF| 
*S*Lfc 0 M^tU^LM, ^'777- (2 5mM HEPES-NaO 
H (pH 7. 4) . 1 OmM MgC 1 2 , 0. 2 5M v-x-^tt-*) &c 

0 x g -C*t^« U -hi** $ 1 0 0 , OOOxg fcjWtT, 
4 0^ gO^W^Jt^tril^ «*OiKWLPA©«i«t« 
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**** K ^ °- 2 5 %B S A t*tr|&^<5r 7 7 - «f -Ct^oifto f y f ^ 
A^^SfiftLPAW^t (t2 0 0, 1) . 4fC6 0*«BS«* 

1 0^MOh'jf^A?^8ftTV^LPAmm«T, KH*£ h 

SUS* t/t y # - Ktto GF/C^^7^;^- -era U $ €, K i *t* 0 
. 2 5%BSA*^;t 5 r7r-C8»Lfc 0 ftW:^itLT^7X 
7 UTV**tU«S*, ^^Lt^f'Jf7A7^$ 

tt*«rHl 8^+. Sfcic, p2y9}:^LPA(7)^Ji:^^ 

7 * B1 9 M**A?^*s*i;fcLPAoifciStttt2 io9gb q / 

mmo 1 (57C i /mm o 1) -C*ofc 0 iOH^S *l* J: -? fc, 
Kftfc-tfc*^ Sttti^tt, y = -0. 0 2 2 3 1 + 8 3 1. l 9 «Cfto 

p2y9tLPAtOKditt, 44. 8nMf*5, Bmaxii 
3 7. 3pmo l/mgr^ff$)o/: 0 t/:, 
[0 0 3 6] 

aafettl 1 (PC12»;U^>7x7-b^|f) 

10%^vjft»t5%^S/J|&jBjto?»^trDMEMJjp*^e,, 0. 5%-7^jfiL 
mtO. 2 5%^VMi^»t#frDMEMJ»«jC2fiaifcL3tPC 1 2j»ft(C^L 
> aT©3tODNA*B«ft:h5>^7i^'>g>Lfeo 

(1) PCXN2. l^^-HjfX$*LfcHAir^ft*Op2.y9*3-Ki- 
&DNA Q 

(2) 7 7hOz i f/n^^-^iji^^^^^,^.^. 
DNAo 

(3) M^^^ of ,^^ t ^ rD ^^ (:WSJf ^ 
fc«7 5 W ^^<7);Vy7x7— fe'DNAo 
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*0. l%BSA**tfDMEMJ*ttfc2S3*U S fcfc 1 2*flM*Lfc. 

OjftSPO L P AT'ttl- 6 Bf Ijft L £ t § 0jJ - ^ ;wl/ c, 7 ^ 9 fc ^ 

> ^;i/f-^Mi^>y^^^-LB 9 5 0 6tc£oT;fcA6, 

M-ftLtZo it^t>^^tt, p2y9*a-Ki-*DNA*>ffcbOKpC 
XN2. h ^>^7jc^ vg >Lfc 0 

&**III2 0 tc^-f 0 
[0 0 3 7] 

■UV^7 7f^V|S (lysophosphatidic acid I LP A) t± % Jfll/J^fSttfk 
HT- (PAF) ^7^3'y>lij>^ (SIP) %¥b&K [V^V>mM 

Msswffif&m. &L'bffimMftm, mmtt^nuu mi&<Dm\&<oimfcm%¥, 

*<0flMfi««*£##fco<,>TJi, -\-fr%MW&2tiX^%frvtz 0 LPA^)4 

PAO»#t«ffl Lfc i t J: ^ , L PAOl^t^^ fc&JSfls/B K:ov*T 
&o ttz, Jtf&mKX. tyWbfrlZZtitzLPA&mfr'e&Zp 2 y 9 it, LP A 



ffifEiff 2 004-3004427 



#H 2 0 0 3-0 0 7 6 5 7 ^- v : 25/ 

[0 0 3 8] 

SEQUENCE LISTING 
<110> Japan Science and Technology Corporation 
<120> A novel lysophosphatidic acid recepter 
<130> PA903379-shi 
<160> 1 

<170> Patentln version 3.1 



<210> 1 

<211> 370 

<212> PRN . 

<213> human 

<400> 1 

Met Gly Asp Arg Arg Phe He Asp Phe Gin Phe Gin Asp Ser Asn Ser 
15 10 15 

Ser Leu Arg Pro Arg Leu Gly Asn Ala Thr Ala Asn Asn Thr Cys He 
20 25 30 

Val Asp Asp Ser Phe Lys Tyr Asn Leu Asn Gly Ala Val Tyr Ser Val 
35 40 45 
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Val Phe He Leu Gly Leu He Thr Asn Ser Val Ser Leu Phe Val Phe 
50 55 60 

Cys Phe Arg Met Lys Met Arg Ser Glu Thr Ala He Phe He Thr Asn 
65 70 75 80 

Leu Ala Val Ser Asp Leu Leu Phe Val Cys Thr Leu Pro Phe Lys He 
85 90 95 

Phe Tyr Asn Phe Asn Arg His Trp Pro Phe Gly Asp Thr Leu Cys Lys 
100 105 110 

He Ser Gly Thr Ala Phe Leu Thr Asn He Tyr Gly Ser Met Leu Phe 
115 120 125 

Leu Thr Cys He Ser Val Asp Arg Phe Leu Ala He Val Tyr Pro Phe 
130 135 140 

Arg Ser Arg Thr He Arg Thr Arg Arg Asn Ser Ala He Val Cys Ala 
145 150 155 160 

Gly Val Trp He Leu Val Leu Ser Gly Gly He Ser Ala Ser Leu Phe 
165 170 175 

Ser Thr Thr Asn Val Asn Asn Ala Thr Thr Thr Cys Phe Glu Gly Phe 
180 185 190 

Ser Lys Arg Val Trp Lys Thr Tyr Leu Ser Lys He Thr He Phe He 
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195 200 205 

Glu Val Val Gly Phe He He Pro Leu He Leu Asn Val Ser Cys Ser 
210 215 220 

Ser Val Val Leu Arg Thr Leu Arg Lys Pro Ala Thr Leu Ser Gin He 
225 230 235 240 

Gly Thr Asn Lys Lys Lys Val Leu Lys Met He Thr Val His Met Ala 
245 250 255 

Val Phe Val Val Cys Phe Val Pro Tyr Asn Ser Val Leu Phe Leu Tyr 
260 265 270 

Ala Leu Val Arg Ser Gin Ala He Thr Asn Cys Phe Leu Glu Arg Phe 
275 280 285 

Ala Lys He Met Tyr Pro He Thr Leu Cys Leu Ala Thr Leu Asn Cys 
290 295 300 

Cys Phe Asp Pro Phe He Tyr Tyr Phe Thr Leu Glu Ser Phe Gin Lys 
305 310 315 320 

Ser Phe Tyr He Asn Ala His He Arg Met Glu Ser Leu Phe Lys Thr 
325 330 335 

Glu Thr Pro Leu Thr Thr Lys Pro Ser Leu Pro Ala He Gin Glu Glu 
340 345 350 



ffifE# 2004-3004427 
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Val Ser Asp Gin Thr Thr Asn Asn Gly Gly Glu Leu Met Leu Glu Ser 
355 360 365 

Thr Phe 
370 



mi] 

mm, GPCR«tt^o mi^<v&^<D2^<D&m-fc*ife&%&<7)& 

[B2] 

0 2 11, *?kW<Op 2 y 9 ^ffl&K&\1'&fcib<D'<9 ^-OM^to H2 
<7>flHd\ HA^^#v^p2y9^a-KnDNAS:pCXN2. 1^** 
-OKp nUNhe I <aHK&*&/k/if&5L^* 
[HI 3] 

H3tt„ ^»CHO»^n->^v^, 1 OjuMOLPAlciS 

->^A2iJg (RFU) fc^U iiliflffl (#) £*rf 0 i3*^«P (•) 
(iGPR3 4<7)^^U eiZg^Rl (□) lip2y5W^U fiH^EP 
(A) Iip2y 9<7^£-£tfU ^yfll (X) (4 p 2 y 1 OO^Sr -e*L^*L*pc 

[H4] 

®4ii, GPR34, p 2 y 5 . p2y9> 25. "CF p 2 y 1 0 O 4 Wr>$MQ& 
#^r^^ILtv^ C H O * n- >OM*fflv^T. #«?>JJifOJ4 ;* * 
V** KWjgjDti-SHBI&rtO*^ * y y ^AMP (cAMP) 0«jR3EffcO«r 

^-"^Kli^^tTv^o III4 0#^»Ki3tf& 4^0#^*9'7(4^^«b. GP 



miE# 2004-3004427 
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R 3 4, p 2 y 5, p 2 y 9. £0^ 2 y 1 0 **ti-?ti7F; LT^& 0 
[El 5 ] 

HI 5 li> GPR3 4, p 2 y 5 > p 2 y 9 > RV?p 2 y 1 0 <D 4 @tf>^#ffc£ 
#**3e»K:«3HU-Cv»* C H 0 * n #MoJ9t®Xfi* * 
I/**- KO^intCi-S^BiartO^'f * V y * AMP (cAMP) <D$tmm.ik<w& 

R34. p 2 y 5, p 2 y 9, Rtfp 2 y 1 0 Z^tiJfH7FLX^2> 0 
[H6] 

EI6 ii. GPR34, p 2 y 5, p2y9, £t>*p 2 y 1 0O4l<Dt^ 

# * *5fe w t-isa uv^cho^d-> omma & jb v> x , #® j§t®x t* * * 

>*^KO^iraJC«t^<ffll|&rt<0-9->f ^Uy^AMP (cAMP) ojijg^bo^ 

tf KIS^^Ltv^ 0 HI6 0^in^^i5lt^ 4^<7)#^9-7(te^ib> GP 
R34, P 2y5, p 2 y 9> ^p 2 y 1 0 ^-etL^tL^ LtV^o 
[17] 

EI7fi, G P R 3 4 > p 2 y 5> p 2 y 9. Rtfp 2 y 1 0©4iO§^ 

v**f- vvmMizx&mmpiW'C ?v -^amp (camp) oawaaMtois 

IU 7 O^tlllti c AMPc«jg£^U *«lt±^HLfc#ll&5tlHXtt^^V 

R34> p2y5, p 2 y 9, ^p 2 y 1 0 fc^-T^ tTV^ 0 
[0 8] 

IU8t2:> GPR34, p2y5, p 2 y 9> Rtfp 2 y 1 0<D 4=ffiO^:#<|$:£ 
twfia LTV^CH0^n-> £ ffl X , ^-S^JIiSeXte ^ * 
I/tf KOSioCi ^ttftOt'f ? 'J 7 ^ AMP (cAMP) Oiftj£SBfltf)jBT 
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R34, p 2 y 5. p2y9, ^Cfp 2 y 1 0 Z^tl^tiTf; Ltv^ c m 8 co£ 
[jH 9] 

IH 9 te. GPR34, p 2 y 5 . p2y9, Rtfp2yl0O4 
#*3r^WKH5iLTV><i> CHO^n - ><0*HJJ&£ffiv>T, #®<Oflt@3?Ji* * 

i^tf K^ata^ttR^t-f ^ u ^ amp (camp) (Di&mgcik^m 
^-•^Kii^^LTv^o mdv&mmya^&itz A^wr^yfc&frb, gp 

R 3 4, p 2 y 5> p 2 y 9, RZfp 2 y 1 0 fc^ft-FtUr; Ltv^ 0 
[HI 10] 

HIl OJi, GPR34. p 2 y 5. p 2 y 9, R&p 2 y 1 0O4iO$f# 
£#*£7Eimc#&:gi Itv^c H O * n - ^cOjTO£fflv>-c. ^ScoflgSOUi* 
^ Kco&flnK i&ttrtcO-^-f ^ V y ? AMP (cAMP) cOstJg^fccO 

^s-Tjrf & co-e&& 0 LtzmnmR^^. ?v**f- rm&m ^mm.<v t& 
-e&& 0 mi o co^nta c AMPojtjg^^L, wimmtmLtz&mMmxtez 

^Wtf KI?:^Ltv^ 0 mi 0<50#^iDt?tw*3lt^> 4^:<7)#^^7(i^?> 
x GPR34. p 2 y 5. p 2 y 9, RXfp 2 y 1 0 *ttlJ?tl7F LtV^, HI 
1 0O/&©in> hn-;vt*^ 0 
[Hill] 

Elllfi> p 2 y 9 ^^KOT LTV^4o(OCH Ott<0 ^ d - # 
01. #09, #15, $.^#20 cO#* tCov^T, cOjtjgco LP A Srlinx- 
£ t # co«|*j *^y-)A ^jgco^fc £ wm L * ^-r o ^^^-7 coaiiii 14 
LPAOjUI (nM) Mm**)\'i'*7A<Dmm (nM) £^1% mi 

lco (A) ti# 0 lO^n-vco^-e^l), Ell lO (B) fi# 0 9^o- 
>K mi lco (C) Ji# 1 5 <D ? u- V), mi ICO ( 
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D) t±# 2 0O^n->^t*$)l. o # (A) - (D) OUfgJ&gp (♦) f±# 
[mi 2] 

mi 2J±, CHOffiW^o-^ #01, #0 9, #15, Rrf#2 
*KOV>T, mj&rtO*/l/5'«>AaU£OSg'ffcS' hn^tf^ (0. inihw 
ml) , PAF (1/iM) , MATP (10^M) ICO^-t&f* Lfc*S**3^ 
"To Ell 2 0jK«H±*^5/->AOi«iftiJI (nM) 

0 34£^*7W:, ^"bl^tt^BS^^^^-^^^^XLfcCHOm, p 2 y 
9<D^n->#01, *o->#09, ^n->#i5, * n- ># 2 0 ZZti 

[HI1 3] 

HI 1 3 f±, p.2 y9if:(ip2y5 ^MCMUV^CHOIEO^n 
->£ffiv>-C, WS^#^ (PTX) <D^TXIi^?ftTt% S^OsiM^L 
PA*Jn£fefc§Ojfflll&rtcAMP»j£S:«!l5feL7tJS*Sr^1"o BI 1 3 O (A) 
ii7tJVX3'J> (5^M) t*HIL4*ofc*^e45, 11130 (B) t±7 

t^^'j^ (5^m) «u;Mti,§ 0 &mvmmteLP Aomm ( M 
m) j^iftttc AMPoi&mvmfcoitZTF'fo &m<7)mmn%i (■) « 

p 2 y 9<D?u-y<DWi^%>*), JA&mmW (□) Iip2 y5O^n->(0^ 

#mo^}±, summm (ptx> omt^*o, »aawB^# 

* (PTX) 0||ET«T*4, 
[EI 1 4] 

El 1 4 W\ «^©p 2y9tp2y5 t075y»E^fflratt^to EI 

1 4^±«ip 2 y 9-C& *K T^lip 2 y 5t?*>^> 0 r^/f^tfif 
fc^**&#fc»iffi#orofcT;** (*) 7& ? #^tLTV^ 0 

[EI 1 5] 

Ell 5fi, p 2 y 5lli*Hi!<7)p 2 y 9 &mX2 frtzR H 7 7 7 7*BUfe*ffi 
v>T, LPAfc©iBrfr£i!ffl£U;fctt*£^?> H150 (A) (2R1£#jlg[«>&&- 
(B) (ip2y50t#^U (C) (ip2y90i^f 0 ^7 
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^tL^i^os (dpm) *m-fo &r7y<Dm&<DWi±ffi;&&mx~$>y) > -e- 

IHI1 6] 

HIl 6fcJ\ p 2 y 5Xfi«^?(7)p 2 y 9&mX2tlfzB 1 0 3ijtt£fflV>T 
^ LP At<7>m&ZmfcLtz£i%:$:yF-t 0 m 1 6 <D (A) ttlir1£#MO*§£-£7F 
U (B) lip2y5^S-/TU (C) iip2y90M^t 0 yy~7<7) 
fiin';f-)A7^^^;LPA«Df (nM) «9 , 3*1 

tzmmmom (d P m) £^1% #^7701^1^^1^^ z<d^ 

[Ell 7] 

HI1 7fi. RH 7 7 7 7 Ml&frhnbtitz-&mz p 2 y 9^##^^f & 
*^^o HI1 7^Bu f f e r{ih';^^A^^;V^tL7^LPAfitt*ffi 

^7c^#*^^-r*t^T^^ 0 mi 7 <D®mmmztifzMcMm<7)* (d Pm 
[mi 8] 

mi 8t±. ^mmv 2 y 9 |-iAL/:RH 7 7 7 7«;^#fbft£--^tt 
l; P2y 9^##^31i-^fflmfi*OMlii^*ffl^T. p 2 y 9K*h)-&LP 
AO^^lft^^^ft^^fo^^^^i-^OT^^o mi 8(7) (A) iip -2 

y 9*mxztitzmm<Dm*m^tzM&T&t), mi so (b) ii^^o^ 

£"e&£ 0 mi 8 0#^7 70f ili f 'j f -!7 A 7^;^ tLTt L P A^If (n 

m) -e£*K mmmm^fttzwcmmom (d Pm ) #^7 7m m 
®&mzmmM%i <■;» -c^u ^#^^»*n^ep (♦) -?^u #n 

[mi 9] 

mi 9«\ mi 8<D^frbnbtif Z mi}¥'^*~*-Z7frftz?ztt><7)y7 
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y*7F-r 0 mi 9(ommi*m& (fmoi/m g ) mmttttrnmo 

it (fmo 1/mg/nM) 
[@20] 

El 2 Ofi, PCI 2»^^tp 2 y 9 <£>ffcffi£;V->7 i 9 -4? T y -fe>f iZ 
X >)*ftftUfcjg**^i-4>0"C**o H2 0W««itiL PAOitJg (nM-^M 
) IKtt«ifc^r^i-o IMZg^ep (■) (ip2y9^AL^PC12tt 
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[Ell 3] 
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1 4] 



1' MSDMtfmFQTODSNSSI^I^^ 

.„ *- .**♦**.* * ..*.**.***. * * 

MVSVNSSHCFYNDSPKyiLYGCMFSMVFVIiGLVSNCVA 
61' JjFVFt3T?MKMRSETAIPnSIliAVSDLLW 

"__**•** ***.****** **** *** * ***** ***** * * 

39" I^ICVLKVRNElTTmiNMMSnt^^ 
021- ^f^ISVDHF^ 

lax ■ v- -^tttc^skrvi^skitifievvgfiipl™ 

239' QICTMOaWLKMi™ 

* - ** . _* ****** * ** # *« ******* 

219" RSKINKTKVLKMIFVHIjriFCFCFVP^^ 
299' ^TLTCCroPPrYYF^njESFQKBFyi^ 
279" lAVSNCC^PITOfFTSDTC^ 
359' NNGGELMLESTF 
339" DNESAA 
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[Ell 5] 
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Displacement Assay 
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p2y9/RH7777 transient 
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[mi 9] 
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Lucrferase Assay 
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•r/*x77fy^t (l p a) Lxammzm-rzo **>mmM±, 

Gr/^fikSir//^fp 2 y 90>; ^X77fy>S (LPA) 

^ T\ ai^l:^f|,^iffX{i^tf £ X ^ - - -y y+ % -fife Km 
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